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Introduction
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Angiogenesis, the formation of new blood vessels from pre- 44 existing ones, is a critical event in many physiological and patho- 45 logical processes such as tumor growth and metastasis [1] . In fact, 46 in order to grow, a tumor needs to develop new blood vessels once 47 it reaches the dimension of 2 mm 3 [2] . Angiogenesis is a multi-step 48 process which involves endothelial cell proliferation, survival, and (Fig. 1A) . This effect was already apparent after 185 4 h of treatment and persisted after 48 h (Fig. 1B) . (Fig. 3A) . The effect of ATP-competitive 223 inhibitors of mTOR was superior to rapamycin (Fig. 3A) . No signif- (Fig. 3A-C) . Finally, we investigated the effects of Fig. 3D and E) . Taken together these results show that ATP-240 competitive inhibitors of mTOR reduced endothelial cell functions (D) HUVEC were treated for 4 h with rapamycin (R, 10 nM), NVP-BEZ235 (N, 100 nM), PP242 (P, 100 nM) either alone or in combination with UO126 (10 lM). HUVEC were subsequently harvested and plated onto matrigel for 6 h. Columns, mean number of branching points from three fields (magnification 100Â); bars SD. Results are representative of three independent experiments. (E) Experiments were performed as in panel D and photomicrographs were taken (Olympus, magnification 100Â). ⁄, P < 0.005; #, P < 0.05 compared to rapamycin or as specified by brackets. (Fig. 4A and B) . The efficacy of ATP-com- 
